Background. Assessment of endoscopic activity of Crohn's disease (CD) is of growing importance both in clinical practice and in clinical trials. The study aimed to assess which of the endoscopic indices used for evaluation of mucosal changes correlates with the currently used clinical indices for determination of disease activity and with the results of histopathological examination. Study. A group of 71 patients with CD and 52 individuals without a diagnosis of GI tract disease as a control group were investigated, considering clinical and histological severity of the disease and the severity of inflammatory changes in the bowel. Evaluation was conducted with the use of clinical, endoscopic, and histopathological indices. Endoscopic indices were then correlated with different clinical and histopathological indices with the aim of finding the strongest correlations. Results and Conclusions. Correlation between the clinical disease activity and the severity of endoscopic lesions in CD was shown in this study to be poor. The results also indicate that the optimal endoscopic index used in the diagnostic stage and in the assessment of treatment effects in CD is Simple Endoscopic Score for Crohn's Disease (SES-CD).
Introduction
Crohn's disease (CD) is a chronic intestinal inflammatory disease characterized by recurrent inflammatory involvement of intestinal segments with several manifestations often resulting in an unpredictable course. CD can involve any portion of the gastrointestinal (GI) tract but most commonly presents with inflammatory changes of the distal small intestine and proximal colon. To date, there are no medications or surgical procedures that can cure Crohn's disease. Treatment options help with symptoms, maintain remission, and can prevent relapse, but even so, about 70% of CD patients undergo surgical resection to treat complications of the disease such as strictures, fistulas, or abscesses [1] [2] [3] . Assessment of endoscopic activity of the disease is of growing importance in CD both in clinical practice and in clinical trials. Endoscopy is used for the diagnosis of extent and severity of disease, measurement of treatment effects, treatment delivery, and cancer surveillance. The combination of clinical remission and mucosal healing represents a major goal of the different treatment strategies in CD, especially of biologic and immunomodulatory therapies [4] [5] [6] . Complete assessment of severity of a CD patient includes not only macroscopic and microscopic mucosal grading but also physical signs and symptoms, as well as biochemical and hematological criteria.
The aim of the study was to assess which of the endoscopic indices used in CD for evaluation of mucosal changes correlates with the currently used clinical indices for determination of CD activity. It was also the aim to find out which of the studied endoscopic indices correlates with the results of histological examination evaluated in CD patients with the Scoring System for Histological Disease Activity in Crohn's Disease (SSHDACD). The results would indicate the most 2 Gastroenterology Research and Practice optimal endoscopic indices for the use in diagnostic workup and evaluation of treatment outcome in CD patients.
Materials and Methods
2.1. Patients. The project was approved by the local ethics committee. The study involved 71 patients with the diagnosis of CD based on colonoscopy with the histological confirmation of the disease with biopsies taken during this endoscopic study or based on histopathological results from surgical material, in this group of patients that required such an intervention prior to the enrollment in the study. All patients included in the study were patients under the care of the Department of Gastroenterology, Human Nutrition and Internal Diseases and assessed at Heliodor Swiecicki Clinical Hospital of Poznan University of Medical Sciences, in the years from 2009 to 2013. Patients included in the CD group were new patients in whom the histopathological diagnosis of UC was made after evaluation of the biopsies taken during colonoscopy on current hospitalization as well as those patients who already had a histopathological diagnosis of CD and were admitted for a planned endoscopic evaluation to check the extent and severity of the disease. All others were excluded from the CD group. Comparison group consisted of 52 individuals who had colonoscopy and agreed for biopsies being taken, prior to the study, for histological examination, but were not diagnosed with IBD or any other diseases of the gastrointestinal tract. The indications for colonoscopy were the need for evaluation of the colon because of symptoms (such as abdominal pain, episodes of diarrhea, and change in bowel movements) but also the need to screen for polyps or neoplasms. Patients before colonoscopy agreed for biopsies to be taken from five intestinal segments: terminal ileum, right colon, transverse colon, left colon, and the rectum. The biopsies were evaluated for microscopic colitis (lymphocytic colitis and collagenous colitis). Endoscopies were performed by two experienced endoscopists from the Department of Gastroenterology, Human Nutrition and Internal Diseases of PUMS. Both endoscopists performed evaluations simultaneously during the procedure and together arrived at a consensus as to the state of the mucosa and findings on endoscopy. The primary endoscopist was performing the colonoscopy on the patient and simultaneously the other endoscopist was also evaluating and assessing the mucosa on the monitor and recording the data when mucosal assessment was made according to particular endoscopic indices used in the study. No videos were taken and assessed by other investigators. The control group was evaluated using clinical indices and endoscopic indices as well as the histological index in the same way as the CD patient group was evaluated in order to make the correlations. If any pathology was seen macroscopically during the colonoscopy by the evaluating endoscopist, patients were not included in the control group. A total of 123 individuals were tested, including 66 women and 57 men. In all of the investigated subjects, subjective assessment, physical examination, and biochemical tests were performed and clinical disease activity was assessed using common clinical activity indices, endoscopic indices, and a histological index (Scoring System for Histological Disease Activity in Crohn's Disease, SSFHDAICD). Table 1 presents the characteristics as well as biochemical laboratory results for the CD patient group and the control group.
Materials.
Material for histological examination consisted of the biopsies collected during the colonoscopic examination from different parts of the colon and small intestine. The study included patients with histologically, radiologically, or surgically earlier confirmed diagnosis of CD. The patients were under the care of the Department of Gastroenterology, Human Nutrition and Internal Diseases and the Gastroenterology Clinic of the Heliodor Swiecicki Clinical Hospital of Poznan University of Medical Sciences during the period from 2009 to 2013. Control group included individuals who had a colonoscopy and agreed to biopsy taking for histological examination but were not diagnosed with inflammatory bowel diseases (IBD) or any other diseases of the GI tract. Material in CD patients was collected from terminal ileum, the right side of the colon (cecum or ascending colon), transverse colon, left side of the colon (descending or sigmoid colon), and the rectum. In the control group, the material was acquired from five intestinal segments as in patients with CD. Several biopsies were taken from each of the intestinal segments so that the material would be representative.
Clinical and Endoscopic Scores.
In patients with the diagnosis of CD, activity of the disease was calculated in the following five clinical activity indices: Crohn's Disease Activity index (CDAI) [7] , Harvey and Bradshaw Index or Simple Index [8] , van Hees Index (VHI) or Dutch Index [9] , Oxford Index or IOIBD (International Organization for Inflammatory Bowel Disease) [10] , and Cape Town Index [11] . In patients with the diagnosis of CD, the extent and severity of disease were assessed in the following endoscopic indices: Crohn's Disease Endoscopic Index of Severity (CDEIS) [12] ( Figure 1 ) and Simple Endoscopic Score for Crohn's Disease (SES-CD) [13] . In CD patients, histological assessment of disease activity in different parts of the large intestine and terminal part of ileum was performed using the Scoring System for Histological Disease Activity in Crohn's Disease (SSFHDAICD) [14] , which took into consideration such histological variables as epithelial damage, architectural changes, the presence of mononuclear cells in the lamina propria, polymorphonuclear cells in the lamina propria, the presence of neutrophils in the epithelium, erosions or ulcerations, and the presence of granulomas as well as the number of biopsies affected by the disease process. Patients in the comparison group were also evaluated with the use of the same indices that were used for the evaluation of the CD patient group.
For the purpose of comparison and index correlation, each clinical, endoscopic, and histological index was divided into four categories of disease severity: remission, mild course of the disease, moderate course of the disease, and severe course of the disease. Table 2 shows how indices used in CD were divided.
Statistical Analysis.
The histological, endoscopic, and clinical severity indices in groups analyzed, from the point (iv) if the correlation coefficient belongs to the 0.70-0.89 range, then the correlation is high (high correlation); (v) if the correlation coefficient belongs to the 0.90-1.00 range, then the correlation is very high (very high correlation). On this basis, statistically significant correlation coefficients, which were greater than or equal to 0.5 (in absolute value), were adopted as results of moderate or high dependency between indices. The results of severity assessment of the clinical, endoscopic, and histological changes in patient group were compared to the control group using Mann-Whitney test. The results were considered significant, if the level of significance ≤ 0.05. Statistical analysis of the results was performed using Statistica v.10 software.
Results
Characteristics such as age at diagnosis, localization of the disease, and behavior of the disease as well as clinical activity and past surgeries for the CD patient group are shown in Table 3 . Characteristics are also shown for the control group studied. In the most widely used clinical index CDAI, 30 patients (42%) had remission of the disease, 21 (30%) patients had mild disease, 16 patients (22%) experienced moderate disease activity, and 4 patients (6%) presented severe disease (CDAI score of >400). Clinical activity of CD was also calculated in four other clinical indices. Averages as well as minimal and maximal values and standard deviations (SD) for the other clinical activity indices were calculated (Table 4 ).
In the group of CD patients, a correlation of a low coefficient value was demonstrated between the endoscopic index CDEIS and the Harvey and Bradshaw clinical index ( = 0.266, Table 5 ). The rest of the combinations showed a negligible correlation between the endoscopic indices (CDEIS and SES-CD) and all five clinical indices: CDAI, van Hees Index, Harvey and Bradshaw Index, Oxford Index, and Cape Town Index. In this, the highest of them was found between the SES-CD Index and both indices, CDAI and van Hees Index ( = 0.235 and = 0.252, resp.), as well as between CDEIS endoscopic index and both CDAI and van Hees Index ( = 0.254 and = 0.237, resp.). Negligible correlation was shown between all five clinical indices used for clinical assessment of severity of CD (CDAI, van Hees Index, Harvey and Bradshaw Index, Oxford Index, and Cape Town Index) and histological index (SSFHDAICD). Negligible correlation was also observed in the control group when endoscopic and clinical indices were compared, except that there were low correlations between SES-CD as well as CDEIS and clinical index CDAI ( = 0.370 and 0.404, resp.). A low correlation coefficient of 0.325 was also observed between CD histological index and Harvey and Bradshaw clinical index (Table 5 ).
In the investigated group of CD patients, a significant correlation was demonstrated, according to the criteria used, defined as a moderate correlation, between the endoscopic index SES-CD and histological assessment made using the SSFHDAICD in four of the five intestinal segments from which mucosal biopsies were taken. From all five intestinal segments, the highest correlation was demonstrated in the terminal ileum where CD usually tends to localize. But lower moderate correlations were also obtained in the right side of the colon, the left side of the colon, and the rectum.
In the investigated group of CD patients, a significant correlation was demonstrated, according to the criteria used, defined as a moderate correlation, between the endoscopic index CDEIS and histological assessment made using the SSFHDAICD in two of the five intestinal segments from which mucosal biopsies were taken. Moderate correlations were obtained in the terminal part of the ileum and right side of the colon (Table 6 ). At the same time, in patients with CD, a moderate correlation was demonstrated in an endoscopic assessment made by the use of SES-CD Index and histological index SSHDACD as well as between CDEIS and histological index, considering in each patient a section of bowel with the most severe endoscopic changes, as well as an area with the most representative inflammatory changes which were rated in a histological index. Correlation was also performed for the people in the control group (Table 6 ).
The next part of statistical analysis was to present the assessment results of each of the indices in CD patients as well as those from the control group in a form of descriptive statistical parameters: mean values, standard deviation, median, and quartiles (Q25 and Q75). The results of severity assessment of the endoscopic, clinical, and histological indices in CD patients were compared with the control group with a Mann-Whitney test ( Table 7 ).
Discussion
Endoscopy plays an integral role in the diagnosis, management, and surveillance of IBD. Because there is no single pathognomonic test that establishes the diagnosis of IBD, endoscopy is useful in making the diagnosis, excluding other etiologies, differentiating CD from UC. It also allows defining the patterns, extent, and activity of mucosal inflammation. Endoscopy enables direct visualization of the mucosa and allows for biopsy acquisition and histologic evaluation. In established IBD diagnosis, endoscopy helps to influence clinical and surgical decisions, aids in targeting medical therapies, and allows for the management of IBD related complications. Furthermore, endoscopy plays a key role in the surveillance of patients who are at increased risk for dysplasia and the development of colorectal cancer.
Endoscopic scoring system, CDEIS, that was developed in 1989 in order to assess severity of ileal and colonic disease and validated for monitoring of CD is time consuming and unsuitable for routine endoscopic evaluation of CD patients. CDEIS requires visual analogue scale (VAS) transformations and is too complicated, involving the analysis of multiple aspects of endoscopic lesions. It is based on the presence of four types of lesions: superficial ulcers, deep ulcers, ulcerated stenosis, or stenosis without ulceration, all of which should be recorded in five different segments: terminal ileum, cecum or ascending colon, transverse colon, descending and sigmoid colon, and the rectum [13] . After endoscopic evaluation, assessment, and value recording, calculation is required to receive the severity score, which ranges from 0 to 44. This process is time consuming and not practical in the clinical setting. The differentiation between deep and superficial ulcers 6 Gastroenterology Research and Practice is difficult during endoscopy whereas size might be more important in this index. That same group that developed it, the GETAID group (Groupe d'Etudes Therapeutiques des Affections Inflammatoires Digestives), demonstrated that the use of endoscopy and CDEIS to guide therapeutic decisions with regard to corticosteroid therapy was not helpful [17] . The calculations in SES-CD are easier and can be done faster than in CDEIS and the reproducibility of parameters was confirmed. The index was derived from the CDEIS; it is therefore also highly correlated with CDEIS. SES-CD is reliable, reproducible, and very easy to use. It includes only relevant endoscopic lesions and avoids complicated measurements and conversions by using numerical values instead of visual analogue scale and therefore it allows for the score to be easily calculated by the endoscopist on-site [13, 14] .
While conducting this research, it was demonstrated that SES-CD and CDEIS, the two endoscopic indices most commonly used for assessment of mucosal lesions, moderately correlate with CD histological index (SSFHDAICD). SES-CD endoscopic index had a better result in the correlation because the correlation was moderate in four of the five sections from which biopsies were taken (terminal ileum, right colon, left colon, and the rectum). The highest of them was the one in the terminal part of the ileum, typical localization for CD. In CDEIS, the moderate correlation occurred only in two out of the five sections of the intestine studied (terminal ileum and right colon). Taking into consideration other studies which show close correlation of CDEIS (gold standard) and SES-CD, as well as demonstrating that, in clinical routine, the SES-CD is easier to use and could replace the CDEIS [18] , it should be even further said that because SES-CD correlates better than CDEIS with histopathology results it should be rather used in the clinical practice instead of CDEIS, even though the correlation of both of the endoscopic indices and the five clinical indices evaluated in this study is negligible (little if any correlation). Poor correlation of endoscopic indices and clinical indices has been also reported previously by other investigators.
Although the above conclusions can be made, there are some evident limitations of endoscopic scores of bowel lesions in CD. For one, the mucosal activity does not always reflect transmural damage and such complications of the disease as fistulas and abscesses (e.g., perianal, intra-abdominal) are not endoscopically evaluated and are not scored in any of the above indices. Another shortfall of the endoscopic indices is that there are still no validated endpoints for endoscopic response, endoscopic remission, or validated definition of complete mucosal healing. As Dave and Loftus state in their paper, "currently, there is no validated definition of what constitutes mucosal healing in inflammatory bowel disease" [19] .
In recent years, mucosal healing is gaining more acceptance as a measure of disease treatment effectiveness and is also becoming the desired endpoint in clinical trials. Why is mucosal healing important as the goal of IBD treatment? The main hypothesis in support of mucosal healing is that achieving it may improve quality of life, prevent IBD relapse, minimize hospitalization, and alter the natural history of the disease and it can minimize the lifetime risk for surgical interventions. Mucosal healing is a more objective endpoint than clinical remission for evaluating inflammatory disease activity and should be used in both therapeutic trials and clinical practice for the management of IBD patients. Prior publications have correlated achievement of mucosal healing with good end-treatment outcomes. In CD, mucosal healing has been achieved with corticosteroids, enteral nutrition (in pediatric patients), immunosuppressive drugs, infliximab, and adalimumab and has been maintained with immunosuppressive drugs and biological agents [20] [21] [22] .
There are few indices to assess endoscopic disease activity in CD. Physicians need to remember this when comparing the rates of mucosal healing across studies, since minor changes in the definition of mucosal healing or the use of indices with just slight changes to their variables may result in considerable differences in healing rates presented.
Mucosal healing as assessed by endoscopy is a useful tool evaluating and guiding response to therapy in patients with IBD. However, performing endoscopy on a frequent, regular basis may have drawbacks. Patients discomfort and compliance are both issues. Also, while generally considered to be a low-risk procedure, diagnostic endoscopy still carries risk of perforation and bleeding and cardiovascular risks due to anesthesia, particularly in patients with IBD. In addition, endoscopy is an expensive procedure, and frequent endoscopy may not prove to be cost-effective. Finally, colonoscopy without biopsies may not be able to completely assess treatment response and may not diagnose early neoplastic lesions or predict long-term outcomes such as hospitalization or surgical procedures.
Newer clinical trials are incorporating mucosal healing as an endpoint for evaluation of efficacy. However, we do not yet have prospective trials demonstrating that escalation of therapy to achieve mucosal healing alters long-term outcomes for patients. ECCO consensus conference on mucosal healing in IBD concluded that mucosal healing is important, but this conference highlighted the need for large, prospective studies assessing the impact of mucosal healing on the natural course of the disease. The use of different indices by endoscopists for endoscopic assessment does not help the researchers [23] .
Currently, as this study shows, the best measure for evaluation of mucosal changes in CD is the Simple Endoscopic Score for CD (SES-CD). That is why this index should be used in each colonoscopic procedure performed by an endoscopist evaluating the mucosa of a patient with CD. This is crucial for patient follow-up and modification of treatment in time to change the natural course of the disease. This will standardize the presentation assessment and help to guide patients in their treatment.
In a study of patients with long-standing CD, postinflammatory polyps as well as strictures on endoscopy were associated with a significantly increased cancer risk [24] . One thing that can be said for sure is that IBD definitely increases the risk of colon cancer and long-standing inflammation (chronic inflammation) even more so. Endoscopic changes seen macroscopically should be monitored for improvement and response to treatment with endoscopic indices. But one of the major difficulties in identifying dysplastic mucosa during colonoscopy arises in that the majority of changes occur within macroscopically normal tissue. As a result, the accuracy in predicting dysplasia correlates with the number of biopsies taken. It has been estimated that, to exclude dysplasia with a 90% certainty, 33 biopsy specimens are required, and to increase the accuracy to 95%, nearly twice the number of biopsy specimens is required [25] . This is probably why in the analysis of research for this study moderate correlations were obtained between endoscopic indices and histological ones in CD. We are not always able to take a biopsy from the site that we see macroscopically changed in endoscopic study; sometimes changes in close vicinity are biopsied and histological picture from those sites can be totally different. Even if the proper place is biopsied, it might not be enough material; the material might be damaged by the biopsy procedure itself or during preparation. Therefore, the number of biopsies is crucial in showing the actual state of the disease process. The more the biopsies taken, the better the chance of diagnosis of the sites histologically most severely changed by inflammatory bowel disease. Current surveillance strategies call to minimize clinical relapse periods, annual colonoscopy, with multiple biopsies (4 circumferential) taken at every 10 cm intervals, with additional biopsies taken from sites of strictures or raised lesions.
Transmural disease is an important and unique feature of CD. Colonoscopy with biopsy is not a procedure for the diagnosis of transmural disease. Endoscopy also is an invasive technique that is difficult to repeat in patients. However, this feature can be evaluated with a computer tomography (CT) scan or magnetic resonance imaging (MRI) assessing the disruptive layered structure of bowel wall. An interesting study has shown that the magnitude of various quantitative MRI changes, such as wall thickening, contrast signal intensity, and relative contrast enhancement, parallels the severity of endoscopic lesions in Crohn's disease. This finding has enabled the definition of magnetic resonance activity index (MRAI) for CD activity that correlates well with the CDEIS [26] . Additionally, endoscopic ultrasound (EUS) has been used to assess transmural disease [27] [28] [29] . However, EUS has not become a standard of care to assess the patient with CD. CD causes asymmetric wall thickening. In patients with penetrating type of CD with intra-abdominal fistulas or perianal fistulizing disease, endoscopic assessment might not be as important as in patients who present nonpenetrating and nonstenotic disease or have just luminal stenotic disease with characteristic mucosal changes. This aspect shows a shortfall in the endoscopic assessment. Endoscopic indices used in CD do not take into consideration such changes and they might not be visible on endoscopy, but they are very important. Endoscopic index score in such a patient will be low and is not representative of the disease severity. Therefore, in the diagnosis and treatment, all available information from history taking, physical exam, and biochemical and radiological studies, as well as other diagnostic modalities, has to be taken into consideration. Endoscopy alone in a good number of cases is not enough. In such patients depending on the type of the disease or its localization, other indices can be used such as Irving Score [30] or Perianal Crohn's Disease Activity Index [31] for patients with perianal disease to assess severity of the disease process and its complications. In patients with the disease localized in the small intestine nonaccessible to standard endoscopy (colonoscopy, gastroscopy), the use of capsule endoscopy and available Capsule Endoscopy Scoring Index [32] can help in the assessment of disease activity and in making therapeutic decisions. Capsule endoscopy has been shown to be more sensitive in the diagnosis of small bowel CD than barium follow-through and computed tomography enteroclysis [33, 34] . These indices were not analyzed in this study but their importance and usefulness should be investigated in subsequent research.
As seen in this study, endoscopy and histology are so crucial in the diagnosis, treatment, and follow-up of IBD patients; the initiation of the use of both of them simultaneously was inevitable. Recent advances in endoscopic imaging techniques have revolutionized the diagnostic approach in patients with IBD. Several new emerging endoscopic imaging techniques can visualize new mucosal details even at the cellular and subcellular level. Such techniques include chromoendoscopy, magnification endoscopy, confocal spectroscopy, laser endomicroscopy, and endocytoscopy [35] . Maybe in the near future these modern endoscopic techniques will be widely available and will make the diagnosis and management of patients with IBD much easier. For now, white light endoscopy remains the gold standard.
Endoscopy in recent years is gaining competition from the ongoing process of development of reliable fecal markers to assess inflammation in IBD. As they are derived from stool, they are of easy access. They may also have a higher specificity than serum markers, since they may reflect intestinal rather than systemic inflammation, a result of the close contact of stools with intestinal mucosa and of the possibility that it may wash out molecules related to inflammation or damage [36, 37] . Finally, fecal markers are gaining popularity because they may cause patients to avoid having to go through frequent endoscopies, since these markers are related to mucosal inflammation and might be able to help assess disease activity in the intestine [38, 39] . The performance of the fecal markers lactoferrin, PMN elastase, and calprotectin, along with CRP and clinical indices, compared to endoscopic measures of inflammation has been evaluated. The three fecal markers are able to define disease activity both in UC and in CD and distinguish IBD from IBS in some situations depending on the marker, even in the absence of disease activity. None of the three markers seem to be superior in their ability to reflect endoscopic inflammation, but all three are superior to CRP in their diagnostic accuracy [40] . Calprotectin can be used in disease monitoring, showing a closer correlation to endoscopic and histological evidence of inflammation than clinical indices and confirming inflammatory activity before the manifestation of clinical signs [41, 42] . However, calprotectin seems to be more predictive of relapse in UC than in CD [43] . Fecal calprotectin was shown also to be a useful screening tool for identifying patients who are most likely to need endoscopy for suspected IBD [44] . But for now endoscopic evaluation and assessment of inflammatory mucosal changes with a naked eye remains irreplaceable.
According to the results of tests performed during this study, it can be said that currently the most optimal endoscopic index used in the diagnostic stage as well as in the assessment of treatment effects in CD is the SES-CD. SES-CD correlates moderately with histological index (Scoring System for Crohn's Disease) in four out of the five studied intestinal segments (CDEIS only correlates in two segments) and to an equal measure as the CDEIS (Crohn's Disease Endoscopic Index of Severity) correlates with two of the clinical indices, CDAI and van Hees Index. Almost all publications also point to the fact that there is no good correlation between endoscopy and clinical assessment in CD patients. SES-CD is also much simpler to use, reliable, and reproducible. It includes only relevant endoscopic lesions and avoids complicated measurements and conversions by using numerical values. Because of these assets, SES-CD should soon replace the CDEIS both in everyday practice and in clinical trials.
Little or no correlation was also found during this study between the five clinical indices studied and histological index, Scoring System for CD. This poor correlation between the clinical aspect of the disease and the histologically evaluated intestinal biopsies points to the need for more frequent histological evaluation because clinically inactive disease does not mean absence of inflammatory activity. It also points to the importance of surveillance because even in clinically inactive disease neoplastic transformation can take place with active mucosal inflammation especially in a patient with long-standing disease process. Further studies are needed to develop standardized endoscopic scoring systems for mucosal healing that will be validated in prospective clinical trials evaluating long-term outcomes for CD. When this is done, only the validated endoscopic indices will be used in clinical practice by physicians and by research professionals.
